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Methotrexate is widely used as a prophylactic agent for graft-versus-host disease
(GVHD), a major complication after allogeneic HCT. Although often used in
combination with calcineurin inhibitors and other drugs, methotrexate alone is also
used mainly in pediatric patients. There are multiple reports on methotrexate dosage
for GVHD prophylaxis, including dosage and frequency of administration, and
methotrexate dosage may vary by donor type, transplant cell source, and concomitant
medications.

Ministry of Health, Labour and Welfare of Japan (MHLW) officially requested
Pfizer to consider development of methotrexate for the prevention of GVHD after
allogenic stem cell transplantation in adults (request number IV-112) and pediatrics
patients (IV-140) in September 2022 in light of the discussion at Committee for
Unapproved Drugs or Off label Drugs on August 31, 2022. The recommendation from
the committee is to conduct a drug utilization study that elucidates dosage, frequency
of doses and concomitant medications of methotrexate for the prevention of GVHD in
Japan. The purpose of this survey was to describe methotrexate regimens for
prevention of GVHD after allogeneic stem cell transplantation in adults (age 15 years
and older) and children (age <15 years) in Japan by using a national survey database.

This survey was conducted by the Japanese Data Center for Hematopoietic Cell

Transplantation (JDCHCT) under its contract with Pfizer R&D Japan G.K..
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Analyses subjects were 12,722 first allogeneic transplant cases (includes cases
with up to two times of autologous transplant before the first allogeneic transplant)
between 2019 and 2022, who received GVHD prophylaxis. The subjects for analyses
were retrieved from the Transplant Registry Unified Management Program (TRUMP®)

database (registration data for Nationwide Survey 2023).
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For categorized variables, the numbers of patients and their percentages are
shown. Decimal points are rounded to the first decimal place. For continuous variables,
the mean, standard deviation (SD), median, range (minimum, maximum), or number of
cases and their percentages are given, with decimals rounded to the second decimal
place. The ratio is calculated using the number of patients in each group as the
denominator. Missing data is aggregated as missing data without imputation. Obvious
outliers are treated as missing data.

All the statistical analyses were conducted by Stata (Stata Corp., College Station,
Tx) (version 18.5).



